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Certain defects in the international application 
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Box No. I Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of: 

the international application in the language in which it was filed 

□ a translation ofthe international application into whichisthelanguageof a translation fornished for the purposes of 

international search (Rules 12,3(a) and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. typeofnuiterial 

^ a sequence listing 

rn table(s) related to the sequence lisHng 

b. format of material 
13 on paper 

13 in electronic form 



c. time of filing/furnishing 

^ contained in the international application as filed. 

13 filed together with the international application in electronic form. 

□ ftimished subsequently to this Authority for the purposes of search. 



appSS^iKrdoes not go beyond the application as med. as aw^^^^ 



4. Additional comments: 



Firm PCTrtSA/237(Box No. 1) (April 2005) 
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Box No. IV Lack of unity of Invention 



1. lAI In response to the invitation (FonnPCT/ISA/206) to pay additional fe^ 
I I paid additional fees 

I I paid additional fees under protest and, where applicable, the protest fee 
Q paid additional fees under protest but the applicable protest fee was not paid 
1^ not paid additional fees 

□ This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant to 
pay additional fees. , Ai-iii^ 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1. 13,2 and 13.3 is 

I I complied with 



_ not complied with for the following reasons: 
/ See die lack of unity section of the International Search Report(Form PCT/ISA/210) 



4. Consequently.lhis opinion has been established in respect of^ 
[ I all parts. 

^ the parts relating to claims Nos. l-jq^part, 2. 3-in-pad 



Form PCT/ISA/237 (Box No. IV) (April 2005) 
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Box No. V Reasoned statement under Rule 43 to.l(a)(i) with regard to novelty. Inventive step or industrial 
applicability; citations and explanations supporting such statement ^ 



Statement 

Novelty (N) 



Claims |»in-part. 2. 3 'in-part 
aaims NONE 



.YES 
NO 



Inventive step (IS) 
Industrial applicability (lA) 



Claims i-in-part.2. 3-in-part 



Claims NONlg 



^YES 
NO 



Claims Uin-part. 2.3-in>part 
Claims NONE 



.YES 
NO 



2. Citations and explanations: 
Please See Continuation Sheet 





International application No. 
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Supplemeatal Box , 
In case the space in any of the preceding boxes Is not snfflcient. 



V. 2. ataflons and Explanations: . ^ NORMANNO ET AUEpiderraal Growth 

Claims l-in-part. 2, S-in-part an "2^^^^^^ Mechanism of Action? Journal of Cell 

R«eanih. 1998. Jul-Aug : Vol. 18(4A)2727-2732 

Thec,aimsarcd.w„.oamc.hodame«K>dfoHdentifying^^^ 

Wonnannoctal teach thatc.otoxlcJ.«sa.en. a^^^^^^ 

are highly toxic to normal tissues and t^"'J°^^""«^';X„^^^ agents that distinguish cancer from 

development of a novel therapeutic approach based on "^^7°™"*^^^ a,e target first be identified which is usually 

non-cancer cells. The process through which Oiese "«^,<>™^,!«*;^^'^ 3S^„ or r«ista4e to conventionaftreatments. this is 
represented byaproteinthatisimpomntformmo^^^^^^^^ 

followed by the development of specific ^f*^ J^^^^ f^Ho^ed by studies to confirm that the anUtumor 

anti-tumor effect by using in vitro and^r m ^^^Ti^tt^fiS^L^ Seve^^^l lines of evidence suggest that the EGFR represents an 
activity of these compounds is due to their ^I'^^y of human solid mmors, including liver, express 

ideal target for novel tl^nipeutic approache.^^^ 

SHX-^fStor inhibitors have shown to have efficacy in treahng cancer (p. 15. col 1). 
SlesaK et al teach that EGFR is overexpressed in gastric cancer. 

Wong et al teach that nucleic acid encoding LI /ca*«in/««ihcrin .7 whi^^^^^^^^ ireiultSSi'll « 

„ornilstomachandlivertissue(p 619) is «pr«^^ 
^^^^^^^^ ^ ■ 

form PCT/lSA/237 (Supplcnwntal Box) (April 2005) 
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Supplemental Box 
In case the space in any of the preceding boxes is not sufficient. 



disease marker for HCC (see abstract) and by inference for gastric carcinoma. 

It would have been prima facie obvious to one of ordinary skill in the art at the time the invention was made to have identified a mammal 
that will respond therapeutically to a method of treating cancer comprising administering an EGFR modular ""'"P"'''"^ J»«;s""n8^^^ 
levelof S»5 IDNOil/cadherin 17/Ll-cadherin in the mammal, exposing the mammal to EGFR modulator and then remwsunng tfie 
assayed EGFR inhibitors in mammals, wherein a reduction of the level of the assay protein indicates that the mammal -^"^ 
teawutioJly to said method of treating cancer because Normanno et al teach that EGFR is a conventional and successft.1 target for 
S-SliSLthat the efriofEGFR treatments is conventionally l^^^ 

terecrtof interest It would have been particularly obvious to measure the efficacy of the treatment by assaying, m either gastnc or 
Soca^Sa Sl models, the eVession of nucleic acid encoding LI cadherin/cadheri 

SSmTe talent because Wong et al specifically teach .hat LI cadherin/cadherin 17 mRNA is <''^«-^^%'^^^ 
cells compared to nom,al cells and appears to be a marker for the two cancer types and reduction of the ^^^"=^^'>''?^^^^^''' 
^id knoi to be differentially expressed in cancer cells compared to nomial ceMs would clearly be an ^^wt^ti^ 
wor^ine said marker had been reduced/killed that the therapy is effective, and that the mammal will ^sjwnd merapeutocally to fl^^^ 
S3Ss^ncer Am»ugh Wong does not specifically state that the LI cadherin/cadherin 17 .s SEQ ID NO:I, given that the 
nut LI cadherin/cadhe'rin 17. given that it comes fn,m the same source. «PP^J1^^^«^^,„ 

molffiule absent a showing a patenable differences. Further, it would have been prima facie obvious to assay for *e inaiker in vitro 



Form PCT/ISA/237 (Supplemental Box) (April 2005) 




CHAPTER I 
PCT TELEPHONE MEMORANDUM 
FOR 

LACK OF UNITY OF INVENTION 



PCT No.: PCT/US05/00638 
Examiner: Susan Ungar 
Attorney spoken to: PaulGollan 
Date of call; 21 June 2007 

r~l Amount of payment approved: 

\ I Deposit actx>unt number to be charged: 

□ Attorney elected to pay for ALL additional inventions 

□ Attorney elected to pay only for the additional inventions covered by 

[~| Group(s): 
- encompassing - 

O aaim(s): 

Attorney elected NOT to pay for any additional inventions, therefo,^, only the first daimed invention 
(Group I) covered by aalm(s) Mp-part, ?., 3-in-part has been seardied. 

Attorney was orally advised that there is no right tx) protest for any group not paid for. 

Attorney was orally advised that any protest must be filed no later than ImODfll from the mailing 
of the Searth Report (PCT/ISA/210). 



■n«, ft Umit F* '- Ffi»q * Protest 
of la<* of unity only with respect to the group(s) paid for. 



p^ ^ilPri Reasons For Holding Lack ""'^ ^^5; ,, «,t so linked as to form a single inventive concept 
Oroup..c.ain«^inpan.2.3..p^a.w„.oan«tHoa^^^^^ 

Mote- A copy ofthl» farm must be atta ->«^ '^b Search Report _ . 



USPTO/299 (August 1997) B 



Groups 2-125. claims 1-in part. 2. 3-in-part drawn to a method for idenUfying a mammal that w.ll ^«^P°™! 'h";P«'"!^=^^^^^^^ leveS at least 
b«tinB canc» comprising administering an EOFR modulator, wherein the method comprises measuring m the mammal the level of at least 
•S wS« S^m r 25 bi^^^^ disclosed in Table I . other than SEQ ID NO: 1 . cadhenn 17 wherem a differenc m sa^ 

will be considered as the main invention in the claims, see PCX a^cle 17(3) (a) and 1 .476 (c). 37 C.F.R. 1 Aim- Aner mat, 
products and methods will be broken out as separate groups (see 37 CFR 1 .475(d).j 

An inteniational stage applicaUon shall relate to one invention only or to a^^^^^^^ 

inventive concept When claims to difTerent «?f P-^^^^^J^^^'P^^^^^^^ specially adapted 

will be broken out as separate groups (see 37 CFR 1.475(d).) 

Group 1 is dmwn to a method for identifying a mammal that will respond Z^'fof^Sr^'^^^ '^^n 1 7. 

Groups 2-125 do noll6rn.asingleimren.iveconcept with the invention of Grouplbecauseth^ 
products used in those methods.. 

Accoixlingly. Groups 1-125 are not so linked as to form a single general inventive concept. 
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